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Alerting Abstract WO A 

Method of inhibiting platelet-dependent arterial thrombosis comprises admin, of a 
peptide of formula (I) or hydrohalic acid addn salt. In (I), where Z = H or 1-6C acyl, pref 
H; and X = halogen, pref. CI; i.e. D-Phe-Pro-Arg-haloalkyl ketone and N-acyl derivs. 
USE/ AD VANTAGE - Partic. useful for inhibiting post-therapeutic arterial restonosis and 
platelet deposition on prosthetic surfaces (both claimed), e.g. in enderterectomy or 
angioplasty or installation of arterial prostheses or arteriovenous shunts. Doses are such 
as to give a concn. of (I) of at least 0.2, pref. at least 1 mcg/ml in blood flowing in treated 
arteries or past the prosthetic surface, for a time of at least 5 min., pref. 5-90 min. 
Diseases in whichplatelet dependent arterial thrombosis plays a role and which may be 
managed with (I) include cerebrovascular atheroscherotic disease (stroke or transient 
cerebral ischemia), coronary atherosclerotic disease (cardiac ischemia, unstable angina or 
acute mycocardial infarction), and peripheral arterial occulsive disease (distal ischemia), 



etc. (I) may be used in conjunction with a thrombolytic agent (urokinase, streptokinase, 
tPA). 



Equivalent Alerting Abstract US A 

Method of inhibiting platelet-dependent arterial thrombosis, arterial restenosis or platelet 
deposition on an arterial prosthetic surface comprises admin, of a peptide of formula (I) 
or hydrohalic acid addn. prods.; where Z = H or 1-6C acyl; and X = halogen. Pref. Z = H 
and X = CI, i.e. D-Phe-Pro-Arg-CH2Cl. 

USE/ AD VANTAGE - Useful in treatment of cerebrovascular atherosclerotic disease, e.g. 
stroke or transient cerebral ischemia, coronary atherosclerotic disease, e.g. cardiac 
ischemia, unstable angina or acute myocardial infarction, peripheral arterial occlusive 
disease, e.g. distal ischemia, etc. for inhibiting restenosis following e.g. endarterectomy, 
angioplasty, arterial vascular prosthesis insertion or treatment with thrombolytic agent 
(e.g. streptokinase, urokinase or tPA); and for inhibiting platelet deposition on arterial 
prostheses, e.g. grafts, arterial stens, A-V shunts, cardiopulmonary assist devices, etc. 
Doses are sufficient to give a concn. in the blood of at least 0.2, esp. at least 1 mcg/ml, 
pref. for at least 5 mins., esp. 5-90 mins. 

Title Terms /Index Terms/Additional Words: INHIBIT; PLATELET; DEPEND; 
ARTERY; THROMBOSIS; ADMINISTER; PHENYL; ALANYL; PROLYL; 
ARGININE; HALOMETHYL; KETONE; COMPOUND 
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Original Abstract: 

The present invention contemplates a method of preventing platelet dependent arterial 
thrombosis using a halogen-methyl ketone-containing peptide represented by formula (I), 
or a hydrohalic addition product thereof. More particularly, the present invention 
provides improved methods for inhibiting arterial restenosis, hemodialysis and the like. 

Claim: Method of inhibiting platelet-dependent arterial thrombosis comprises admin, of a 
peptide of formula (I) or hydrohalic acid addn salt. In (I), where Z = H or 1-6C acyl, pref 
H; and X = halogen, pref. CI; i.e. D-Phe-Pro-Arg-haloalkyl ketone and N-acyl derivs. 
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Claim: 

• 1. Die Verwendung des Peptides der Formel 1,[0060.0001] 

worm Z Wasserstoff oder eine Ci-C6-Acylgruppe und X ein Halogenatom 
darstellt, oder eines Additionsprodukts davon mit einer Halogenwasserstoffsaeure 
zur Herstellung eines Medikaments zum Hemmen von Blutplaettchen- 
abhaengiger Thrombusbildung, Arterienverengung oder Blutplaettchenablagerung 
auf einem prothetischen Gegenstand. 

• 1. The use of a peptide of Formula 1 [0056.0001] 

wherein Z is hydrogen or a Ci-C 6 acyl and X is a halogen atom, or a hydrohalic 
acid addition product thereof, in the manufacture of a medicament for inhibiting 
platelet dependent arterial thrombosis, arterial restenosis or platelet deposition on 
an arterial prosthetic device. 
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as shown in FIG. 1, or a hydrohalic addition product thereof. More particularly, the 
present invention provides improved methods for inhibiting arterial restenosis, 
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Original Abstract: 

The present invention contemplates a method of preventing platelet dependent arterial 
thrombosis using a halogen-methyl ketone-containing peptide represented by formula (I), 
or a hydrohalic addition product thereof. More particularly, the present invention 
provides improved methods for inhibiting arterial restenosis, hemodialysis and the like. 
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» H«©«H» 1 1 flE«CMi:*^, ttm«:»M«*< 
OS »*©»»»+ 3 «K*©#fcCi3l>T> W#(cU 5 



W tt*®CH0 1 8 JflKBoatticfcHT, 1* Jtl * © tt *< T 
09 »#©«BSll 3 9fi*©»ttC*»^T, (a)*<fT«*>nfc 
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ft$¥4-501848 (2) 
fill »*©BH»1 8«K«©#ttC*4*T* tt«7*f-FOt 
*6 5*nU±T9 0#&T©WttllL*a***»r* 

(2i> »*©*»» i 6 ae«o*ttc*ttT, x#«**w 

(22) »*©«H*1 6«B«0*ttC*^T. ttJtt&flfctt 

(23) H#©RB* 1 « *iaB©#ttK#^T, WtfftUO jfe 

c*r*fcft*#tt. 

(24) H$a)|iK2 3*«2B©#*iC*HT* »**©»-< 
7f K «0ta<'J> « < £ (> 0. 2 //« /*©McW*M? fcKftfltt. 



0* «*©E0S 1 6 BiS»©*ffiK*HTs tt^rt KOI 

« H*©»H» 1 8 aE«o*ftK*t«T* rot 
ft. 



lM*tt«a*tt«*A*f£o*tt;ir* 
91 H • 

tflBuma 

1 9 8 7 *1 tfl27BHiBtC*4*12 5 l l 7 B *©-«*M 

*t9!U:»J(IAtttt©ft.lfcOJ6*a#c**t 
4. 

ago** ' 

* C ft * ft **£©*#* T * *. 

«*©ffitt<t©tt*-cfco, *©**B»#ils h « xc * 

»mii^&nTv>4. y a j0*oBfta«ftB'Ktt«s 

ff^5-«*citcj;»nhiiir^^ (Pin) *seark5** c a-c 

&tf Kfi fctt**#©aw* «■ ©***»*« 



tr 4 XV* 2 8 7 * 9 9 9 - t 0 0 5 J*\ 1972*). 

»*£lt* ftftAttt*a*&ttn!i>ft0S*&'Jttt. *t©» 

■I©** ft*. 7 * 4 t y • ihA&Attff ■ t 

**WS£tt*ttXH • , ft 2 «U 7 < 

7 4 T. J . B. Vytfyayl-tt. Illltl-ISK (1887 
*> *#K©c±. c:ft&©«*tt7 4 7y :/#lft*»*lfctt© 

©«j«©a»-c. HM>«©iBK*rW»*#* * :i^ihTi> 

* (/>•*-&, A.-o^^F'A-t* * r /^^ 

* X* 287*>*999-1005IU 1 9 7 2 *). «a 

?jtg*«iaiia*©H4ttt«:iiifr*ci*?KLT^* <x/< 

* 7* i£*-«'J/:'*^>*'<Ay* 
128*.»877-B94R. 1 9 6 8 *. 

/u jf* 7* y ^ * ^ x^xf-<yOi y 4 K 

84»,»559-589K> 1 9 7 9 *>,**€»<. BJl&tt 
ttMjfilttffiCiS^T tt7 4 7* 'J yMKSiJ>lT*4. »S* if, 

tt*jmtt«:iam, 3^^tcii!i/h««^^^A* ceaift') 

at^* C*^TiAJ5rfti-ff»r*ia'J>«a^7 ^'jyc^i- 
A»^^«*tt^«ja^&**. ffiifi©7*-f-*v©§iffl*tt* 

0R3©c:^. ^fh04»^ «(S89(c^Mt4>j&/jx45«ft»tt9i( 



T&4 ' RWftft« » »*©8f$t4:ttfcfcJS " * 

»H J-28JR, 1 9 8 7 $) , 

0Ut*« 7**'I tti> t V /«-»«Ot'MSItt« 

1-fcb*IfiL/hfi©**ll*ffl*r 4»«tt. ttKAtt 

&©* &c#nTWttT** -5 o ns»Kfitt« 

l» T « *T a T tt ^ . xSlC v *v A »J y & b yu V y * © h o / l' V 

^$$nt^i </v-*-&. 7 y K 

^ 4 ? 0 'J (Ihroi. Olttfa. R.«»orrh. ) 3 11. S 

I 8 B - 2 0 3 Hs 1 9 7 4 *> . 

ia#r*K?R (iftfttiiffn ?u v < * jfiL'hfi©»*tttia*-r* 
»« (dL'h4s«fta«Fn> oamjft*. a&ttci*. a 
m ±*ffl a a/he a tsua* < . 



HH¥4-S01848 (3) 
-n/, * o 9 f- y*&c*t * o s> y #3H**-ccB*i*ttfc J; 

4*ff*»ttTV>4*flT*4. 

m/h«*#tttt«atttt**wr* «*©**««©M*c* 

tt4B§II©P£ott, 7f ; {/yr>; y» (adp) . 

y s h o y b* y , K o y # * * y A , . iK*7!)y» toU 
*9*V 7. XV Y l^+yyfttf 

Tfc'htt ©«**<»** ft") KiTU, *a*£»CJ:fttf > 

4 y (ii ma) Ttt*>**4*tt©«itl»]©«ffiliKt>* 

< ***»&**4©K:+attfc*» < ni 
scfi»flt-e**©»«K:wtTirttT** e um. * »* a, 

Kiy#->X T y K ^ * X ? X <Tbro»b. Haaaoita*.) 

5 0 96 1 0-6 i 9 H U 9 8 3 *> *#»© C i . 

i*CH<, l^tt»ftttiatt£<DfHcHt«ttt«77' 
fCtt^ttV^Abtli ;4**«*ftT^4, V* < -3*© 
»£*<s C©»A***L-C*>>. *©^*6Mi!<Dt46« 

vitro ) t I'D xtr y©dH«tt«ftflfttt*H*r4 C t bm* 

nTi»4(T-i"7-K&.^***S'*. I 3 W 2 2 7 - 
2 3 3 i 9 8 3 *U Rtf* 7 v y fc. -s * 7.9 i/ X . 14*. 
* 1 6 4 - 1 6 9 K « 1984*). *w< 'J y«t>< 

ft k i; y © t> r K 6 jl_y_fcl£ T © ft K Jl tt tt © ^ tt K *» V > X tt 



ff»T«<, c©d ttt Y o y b'yjy*© l ffl«J:©«8»*<jLkl 

e_#©»Krtai^«»*©«*©aiHT** c £*w*lt*>4. 

— 7* D 'J /I/ — L — 7 * - ^oo/f /Hp f. y <D-Phe-Pro- 
Ar|.Ch>Cl St < ttPPACK) T4>* J y -<7*f KM#tt 
4 (^rrt-^ r»y*'/X 'J * -f- (Throib. B«». ), 
1 4 ff 9 a 9 - 9 7 3 1 9 7 9 iJU 

4*318.904 1 9 8 2 3 ^ 9 B s . PPACKtt 

► a yr y©«(#fBtt*, * ©fgttffittLft fi© b ^ *■ ^ v »** 

©ttififlCStt (I. I x 1 0* L/*/b/8>> TT^+fl/fbr*Cl 
i (C J: *j , ?>^iS»ftcffl*r * . 
-w< »j t ^i; y t pg«c ^ ppackk ^ yfc'f t M 

H 4 . rO^#fX 'J * - f- * 1 4*, 9(969 

-97 3Ks 1 9 79^S. #W©Cfc. L*Ltl#bs 5l«Ufc 

*K«|V»»at© h a y b-y V^tt 4 fi tt©ftftCil«(C * fc» 

**t^©»M©75rttttW. f8**nxvt4Htt*ttT*e©i&»ffi 

t»?H«^. C©J;-5tC, **1*©%I*1*. PPACK©ft 

PPACK©7^-/'Jy»*t : fWr4ffl^tt. bh©Jt»cp 



aisyc,sy + -+fl> Tff HI- Tyr 

^'Ji*A>f 99*s«76-83H, 1982*s 

«7»'Fi:fcJt4PPACK(D7^ , J y»«B»tt©*«in« 
M2. 9#T*4±«&Lfc. /v^l-vy^ hoy#£/x9it 
-9*. 20*. S347-35JH. I 9 8 0 $ „ 4 S W C 4» « 
CCi. 

•7^+'©jfll»lC*^4PPACK©7-(7*»; yfclftB*!*©* 
«M*<«**tt*cie^v^te«», «)i£©3uy&appACK©^« 

*€»C. 3 u y^ttP P A C K4>M*t<tlft¥tta 

tt*cfc^x»Ki«r»i*^K4i*«r4ij:z^fc, tt^©liM 

tt. PPACK©*EttWttfctf-6Cfayb'y<oHI*ett*B 

*r* & Lv*, *©7<yj y»j»B»titt»j**c«iBt- 4 
Lt>fc»fi«iDj©tt»ma*w(>fe & * 

^-^•7-K>7-*T/W - * - a - ^ 7*f«y^ ^ 
U^, 485*,»204-214Rs 1 9 8 6 * . tt P P 
A C K ©ffl««Cfi^i^«Wtt h n y b* y /5f tfTtt < . 

7UISK -^»**Wt4«©Jtt«&yfi«lJ«^i 

V^4. 7-^7 - KCA*ltf, <OttJr#PPACKtttit« 
tLT©Wyb*#T©ttfflC^a»fc&t©-C^4. /N^rh-T 
y«». hoy*^xu*-*-s 2 0«, 98 4 1 - 3 5 1 K, 
1 9 8 0 $. t>#W © C i. 

^ yb*haT©^A'j y«tt«a«ttT©PPACK©ttffl 
©Ifiific^^r tt. * - 5 - »^ax*-y^ TyK 



* •>* (Tbro.b. H. .iDitn.) H 5 6 «v * 1 6 0 - 1 6 4 
1 9 8 6 * j K€>. *y*M *-*-<Vpi Sam.) 

6 1***1 92-1 96*, I 9 8 5¥t f ^-7* Vf 
&.*- + *Kf.y, 73* S *1291-1299JI> 
(19 9 6*1* (I«> *1 * toV 4 7 v 4 

7t-'30.;< (j. c.r. Pfain.) s 1|,«M-3(R, 
l 9 8 6 * i * 7 * T Ai7* T*f ^ 

y * 485*, R4 1- 55H. I 9 8 6 * I & 

^^-77-6, ^t-t/l/ * 7 ***MJ< 7 V ¥ 
^'/i^ ^UV, l 0 7 *> » 4 8 8 - 4 9 7 19B8 
*#!«©£ ±. 

*.^-*y&> *■ 7 /< •< * n j; a jv yuf 

261«.*15928-33JU 1 9 8 6 $iA-<y 
4> > 7 - * 7 /I/ 7 * t * y * Hin, 

486*,JH387-395M. M 8 6» I Jltf7-? 7- K 
•> X * 13*. SI228-233X* 1 983*. 
*#!K©c£. *>->ti>, **.6©**tttt* x yKiaaLfcjfii 
'MfitAI*lfi*t«!ffl LTfTttbftfc. /<y ha y iff J/ 

X 7 y K ****** (Thropb. fliaioatas.) * 5 0 * * » 
8 1 0-6 1 9 1 9 8 3*. iff l(B«pK* 

nh^ftoRjctt^aftti*©^ * yft*^->^ j*#niL 

-T*13tft4»^istf***i£ttR«4. C©**lis Ay*AKJ; 



ft«¥4~501848 (4) 

afctTM y fcTiHT ©**««* ctt* 4 PPACKOttHS 
I, < tt*H<DttlRJtttigf »ttK0HT©eFRtxtt * nt^tt^. 

cocttts h « y ty(D»tisjt(sjtfT« < . **©**«« 
t>E*r 0 y* ©sM ©*»k*^ 

I tt » . 

*»?i© ff»m gft 

C***T, tt£*CttlE.hffttttK0* ft) ©<-<r*K*«4 
ft©tt«e*t>?l£* *ftflaa*e*tf trsffttttimK* 
ffjS«efc*Lfcttlit*©Att«Ka*Jt 

MLgJftAjLftfl 

» t E art (i> . l , *j)SABy!/-/t*^h y**r^r 
*-K rt*xawvoyyst* v *F* K tt* 

*£L < ttfl**wU* Z t < C , - C*7 ^rt/JS. 



tt 7 xiA/7 * - y»*^*ttttT** Zt*7kUX*3*) . 

»ro y yit^r/v^- y»attw^rt t£tt»ofle**»^, 

*2Hit^ (2) , (i) cisn-t**xa<m3R* 

*l6*COV>T P P A C K **w*'J y *ifc«l,fc|ttt*A#MK 
**>Lfc2/<***#A,TV>4. 

^frLtt. *©fcfi*5-©rt»4. 0»OJ-v K0^^aymi» 
ffr*W (V. s. **-***fc*fc©*M«ft) *«M*rt»r{fi© 

AL*. y hrt©flitft***7X (cuff) Kyr5-8» 

Htt*ffl^TM*L. 1 T 5 ± 1 6. A« 
fr»*Jb© f n -H/M5tt*t*{l*8f^Xf A (K«f - 
;fAti,A, . > PMiv?) ±iH$Lfc#yT*>5*» 
US tfy*-4fc> KiiTiUlJltfc. * tt . 

t*»Lfcj&*tt©te« K* i .iab^*)©«fflifii*oawtBT«Os 

¥«9fl± llWfli (one itaedtrd d«viAtlot>) tS^lT^i. 
><*/UAtt«^fljfc«©ttHttttfc#^Ts ,M I n - HSL 'J^ « 

tt»»*tt 1. 2 ± 0. 2 *W-CH*Lfc. *¥^m©»»»T 
*?n* 6 0^1310 I 0 0 aiol/k«/'a©ift8'C© P P A C K © 



^ Wf L /S . j&i/l«(K«ffttMRJ&Ltt»«©[l]fta. tt«ffi«JiG>W 
9 0 ^©ttot J: 9 »©ia^K**©lttt!tC J: ^ T W iKs 
PPACKS4<fjfcO30»tlK:»?it4 ( 

-v h (v) ©^/<u y«4 (ttja*»ffli>BB* 3 (saa* 

fflt) 8 D #!H©tt**ttl*raGfcfcoTtt«fr»*£^©fi 

* 4B!ltBIIKAl«tt«tti:«iM P P a c KCDlhMn\*X 
('"la -JJl/Jv«tt*) BttttHttWKlfclT^*. aa 

»wtt¥*«± i «*«»***bT^*. »nnac©ttR3i 
tt (•) «c*vw«, ttttffftft*©e«i{fa©M*da 9 o^ra© 

A'h tt» t * to « n t iri « . 
ppack (O) *t»ast*ftrt©ttiRj!iLtt«*Mttf «itffl 
1 0 onaoi/k»/«-©aa:Ti»*rt»4Ufc»u:»&*iyttt 

It)/<*^AC*t, 

^*^B Ttt. »»»«««»»«© M< I o -fi/J>8tt** 

V>*. /<*;uB«k$> tt R (•) R^PPACKtel (O) ftft 
T©W*T I n -fl/Mfi©«a«*»«ttffiP«^,/5: Ci 
j»i *> * 4 . 

*5Stt. -s/< »; y (•) t Jfctt LT PPACK (O) ©*& 



*. sit* »ttT«« ± i 

□ y -tttfflv>T i <aosmcnK«9Htff«Jtr« arm 

©w**ttrtR«i*»{i£i*wa®tt©wc4>sr4. 
* 7 Em p p a c k osttKrtMttUtttttToi&'h&ttffB* 

*»--ca*4. I 0 On.ol/U P P A C K © 6 0 &M»ftP3tt 

a©»k* •> »tfcM»TU. fl/j>att*tt*L> < *tt 

BUSS©***©* <£> lM*KrtR$»fl]fiittJi:*&!fl& 
J; C 3 Hffltilb-c (*s) flldhi. ftttWtttt¥*3(t 

©lfc«tXWflUf'*-*'> V t -ttJETMf 

PACK©t8;tj***flK:afcUTV*4. a v vftKlbftl** 
«ttl#MC*l>T, W**^*a«fcD F V©tl*&tfl*»** 
rt©fll/jsK««©*aSftJ««D*jKLfe. W)R1"4C, tfPPAC 



8^^4-501848 (5) 

a t g j 

*nfcinw*c»A*H, *©*ftw©*»*a*Tfc**«* 
wr4»*j*w*. 

" ttftrtt** ' tt««*cttftft#»ft 4 ft . 

a#©ai^tt«ttttM©ft&Mff«** ^rtatoa«»ttflr 

4.. 

Ad #t 4£»**3r K tt*«ft»*tt*#*. 

-am- i*ft«©*R©»aia**<ffizttffli- tow*?* 

-«URP3M«3»« 1 ttiftft©JHt*7? o -J>rtK©«J*** 
•i. • *A»ftftMttlJtNi " tt. 7* « - J»ttttft*<i:i£©»« 
G * t« T ^IBA* * 6 7* * ✓ «tt»» * ft * r * fc A C KE-K 

flBttfitff " B7r a- Att«lliia(fcAtt*lkit * 

»*©:*tt.b©»iicatt4 ■ « c i > © -*r* r * l B 
<i) m * jh^ni^rt K&tf*© a ay ytttf 

. 



i/Noyv-/tfl/4r Y v***?* K&cf *©/nov ytttfto 

**«jCO^T©*f»«fflftiCHr * . 

4* (2) Ztt****L. Xttt***l) "C*t?« 

*U CCTttPPACK it*?*. 

^«&c; h b ^ y ©«*«&**** 4 fc©©*©ttffitt#B 

*tf»«\318.904 1 98 2 * 3 9 B * is a - b * CBifi$ 
(I) ©^r * KC J; ») «b» rt*^<7'f' KtC-3^T©ttff 

tt^r*- r^tt»rt»*±^©n/htett»**«(c 
s»Ls *n*£J; 9 m*»«#ttttMttffi©»»tt*H** * 

f»tU«T, ttfttCje*i:#«l««©« ( 1 ) *«r+r + 
fr*U< ttP PACKftt4tKU*t'*ffiKHt*. ' 

* (i) 0**r*KicHLTtt«sn*' rfi«J:irffl«t ■ t 

vM^J«. W»i*#© f oyt^lBKHSl!) 2 <&, K tt 

»(KW5ffi. **)tt*L< ItliSM 1 0 C + 

7** K *«!3©*f« Lfc»tt«l»C*t»TB, * ( 1 ) © 

HH»f - < e * /■!> « IFt K 1 » • * 9 

Hi«Jttr»^l©* (i) ©-«r* p©a*«4ttA» + ©^<r 



0. S * 8 / ■lJ^^Mj 5 ft 8 / ml, & *) L < tt^ 1 M/ilfr 

»*»«©* (l) ©^r* K©»**ettii*»««-»K:i? 
PTWftt»9, frtU^^te*<. & + - + » *-f 

7 6 - 8 3 Hs 1 9 B 2 <F> CKIfi*M*») . *©BR*tt#% 

U^MKjffil^ (CAT) + tt«tttttt^ ^/U^tJfll^fi 
S/» 1/ (location) ft* tt tttt ft fcttffi *< 

t < «-att*HAfte<fc 0 W^^ic//4Ii]2l»7^o-^fiKi 
SSfttt ; <OKAft, tfSSItr^'tSKttfclt/frmc 
J; 0 4-0117 *■ a - ^ttfA*«itffi i &C^*«/tftC 

<t *3 9! h * tc « 4 * tttbAIH »ffi* * *i 4 . 
ft/M5*#tt«ftiQlttflE©^«*^*t1-4A#K«, M9tt 

•t^©aet««(»r 4^«(cek <m*> »a«fttt4#6*« 

♦14. fct^tf. Ulft**. 7^a-Att«ft«<tffi7'5*'ttl6 
Kftlt»©M«11^«*l»4t-4fci6»clfttfcnfc«!*«lat©BD 

*infcft^««#ttAttttcj: 4te«a*»^tt** < ©at 

A<tSlft*-4. 



w r*a<#ewr *»ajb*»tt*©« (i) ©-«rf-K. 
w »*#cwt« f*9ttKrt©aa*K&*ii*«-iK *ne 

J:9aaftB*fl-rfir«fc»©Bfl l ttK©XJI > . fc*ttIi©J& 
»*«»*«**** fcftOBBiaB 1 **ttff*Be*ltTfl 
5SJT* *) . AftAttS K tt. «»*©*• 

£e*-,Ttt*ft** 9cn$l(l2lft3lcK:^«f6^ 
ft) &tfH1fe«tt*#t;. »9tt«((satttt^«3[ 

e* #*3L< ttu-^-»JR^K«JWt«. ft* 

K*ftK©iKttl l ^*a*»4*fct!>©B*« , ! Sett* fi* 

*a. c* * n & <d ttffl it w«e * ate c * n t no » r * * . 
mw©i&*ji»«*]ettx t ur t- + + *o + *-* , &t; 

*** (!) ®^«rf F<D«*ttCo>e J;« tjras«rA*aa« 
tftv*TtT ttfcft* we J; 9 tt* UfcS ( 1 ) O^^f K© 

©ame*v>Ti*, wttWA*fr«#3iifcaw 9 o . »* 

tUH)l 5 «k$»*l,<ttto5#«|*jK:fr*:fcft*, 



»H¥4-501848 (6) 
*&titt(i)&0Wft<X*.i:l'l l »e (H-*Mc> 

attBA*<Attj0j&*n*a«c&ett4***<**ft£, tttt 

«m*aftK©a/j>«tt«**»***&T* KTowacftb)* 
♦CfrtteHt* i 

m t*A*etfr *fe*Jt*»«i©* ( i ) ©*<7**- * 

U<ttPPACKO»4. 

w Ura*©ftKa««n*B.fceifa3-*4 it. 
a*©«a*c*«*ielf ASft*©aai#ttBJttie* «b * ft 

I 9 8 2 *s *#!&©C SftftMltM 

i/r/uf t rTA,*A<-»tt<fc <L»«<n ^->iia»tt«-> t h 

H*»ftt*a**4<*tft4. **ttftttJ8**ttff#*Tttll! 

h^^Wfrv #8***3,982, 153 *C|Si£6ft 

4,687.482 * e IBS 9 ft fc l> «> © J: -5 »** 
*#fr*ft*. 

ttftff KftffltaWJ: LTttBRAfy (Kim ) . A-Vfc* 

a tit* 9. «mttii«»)5iic«at4friu< 



S6S*^<#*ft4. x * x f *<Dte»SSK<z>{*ffi 

**a«arj;e*a*****TJDefTtffcft4. #*Ktt. M 
ttWB»»lt^Tff ttfcft* WCj;*l84Lfc"<7'*K©fllL 
» + 0. 2M/il>»HUIIfiftlPj/iU 

J;*)»4t< ttftfftt 1 0 p b /■ic&Mcfrtt*>*i* . ft ©jam 
tcanTtt, «ttw«(ff a^ftfcttjft9 o#filrtv tf* u < ittt 

*&WttW&tf W#*».L8l*lCff tt*3ftv *"3«*WJl 

») jfecfT«*5ft*^»e fcRJ-f*. 

(9«iU < lte«*©#«©ESffl*flflRtt t ft* 

<>^<>* ra»©*^ t-«r^ K»tt«n> am. *r**** 

*. t'fll©**** ttttJffcftJfifctt^O. 1 0 H^feKj 9 9 H » 
C 1 > to*?* K*#*f *. 

(-<rf k) ia^t* **na&tf /xttwaa»JHt utf t«a 

^*ft*. |3ttR»jRUTlts teiiltf. ^9Jtfi*> 



^*5*<*t. *%e, dfrStt^tf, oria^totfttfSttA^©^^ 
& ?s< r * * . 

»l ^ *a©»MiTtt»BaH*» + eja^ s nfc««©-«rf 

mm (&# y -*r*- r«t < «ct(*»?-©aaT ^ y st»i&$ 
ft*> &cf* ^iA.tftt«J6*^w:'i xttotc©mtttts ac< B 

fc Kttr *#tt»4 1 Lxaa* toa*>c;Fiit*©*tt**v^ 

**tttt&*tt*C»«i i fc^m^^ft^r&aamt^/t^t'i; 

•* eu«* ftfc* t^u«>«» &ft/s«©Sttf5K*#wr 
*«^*ft*. a*4ft*-«§ tttffea** i-tt^s 

/hK»*a*©«fltcttfft-ft. fgflfli^ofS^*^?!^ £ ft* 



*k (ff«Atttttt> *(i>o«r* Ktt»t Kftm 

ctta»©»BB»ctt*i.T^*c B*viift 

J:-©fc»CJ:4tt»*at-fl»©;*fcK«fc ** 
<ft«K>9 9 *©»*> ©-<r*K*tt»ffltctt 

(UiLif. iff »; if- u y / v 3 . # >j 7 ? / «a cfc£ 
KHs # y «/ a **6t/. am©*?** K*frt/»fit 

coaming tta«-*B*m»aK*tf *» 



?tf*¥4-501848 (7) 
0«©aK&tf a*ajto**rt©i!ia*ttceffT4fc*!>, tea 
j;*»/x»©«(o©-«r*- k ttt*tt 4 46* & 

ww^^rbom^ tt«e*ntc»Mf n->4, 

fe*at*T?*4. ::ttt»t4»6, 'MAtt' fc*»*aa 
a. ttttRs (zso os g ciT) T©iRtt«aytta»©ra 
Crtft©#9M< i o a-* v natT**rc±*«*r4. 
*M«©rtaawt** 9i«mifi*nT^4»BcouT-tt«T 

ttffl*«tt©l**tt#fttt<aKUB0tv K^tt&^i^ftt^ 

r * ffl^aa ttma©«j*cuu ?4uy (c. r. *-Ftt* 
fc-i^';*, v7«> Wo* »J x **/w8ttf f 7 a y 

err****) (w. l. ut* -7* fx* 9?* t 
*©# y 7 T^blKl^tni. 

*ft©»*tt«»*-»^-r 4*6#a*£t/. c©J;o*fc*« 
&tf*B«B©-»**Jjat*4»©*©fc©©ttffli*" yvy© 
*H»fr»4,687.482 * C Kifi* *T * 9 * *©50*tt#%Xltt 

*«^©Ai*tamttiii*«HHtt* stuio^r?- K*«att©u 

acinic* H*tt«tt*©ffB«B^©stU)©'<7f i K 



L fi/ftMffittffiagJt©fl')*fKttf ^^»IBI 

Wfflitltf 0>Sett©tt^»«T© >f y b' #©&!£«*]&£# Jfc 
©ififlt*£ft* *fc©C. il)ltf&ffi#JSL&fl5©-**T'A'*ttffi 
Lfc. bblib h t3«©JM««Ettia*»^6 L^©T, 

o«tti;«LTbt4aiRifc. &ttJH8;®ft©«att, 
Bi£3ftT^4 J; -5 E, fie**© "M yi?^ A^K^flsit/h 

swtswi^t y h «iES« 10-12*0/7 

iCOitk ( ><^7^x ) ©*H©tt»*Mic*t*ttK 
frttsn* ( a - v •> t y h . Bf*Atfi->t y^ni3-a 

I 5 -*r— :>©*7 o ytfft* (547>» Ks -c-hoytt, 
3^^, *'j7^irj«) c»tt0fcrttt<i.O 3 * v 

/ - (■) , fi*26-feyf->-Hu <«) ©>***< v 
*t(/i3-i^}t, % K 5 y K * § f#y*H) 2**&fft 

6. 34>tCs 2 *©ttf5 A* < v *W*&H til afflJCft-P ^ ^ » 
'/»07X (***#y, B . I. K**7tts 

V v f 7 7 x 7 W) TfflSUrf:. 2 ffl©»i> 5 ^ x ^ * * <&6K 
lci©l««^«©r7ay» & 2. B n) T!itKt« 
:4tJ:0, jUtttrtiCLyt. *©ft/^ay 

CiCJ:0> tttt«J©^»^CiI«Lfc. 

* ?^©6jfcili*«« ttJyT©#ttT:, fi* l o«©3^^ y y 
fy/i» ^/^'p y^«Wr*T« (^yyin^-ti^B 

7, 1 2 0 MltCiSttf *¥^tJLtt s 2 0 0 0 *H L 2 2 0 0 



• Z/H.O fi&i.Qm) *&nn&X&&ftZt 4 C i 

ft^K. I. 0 »ttffl*7 d y n -/ ¥ (*>e>:6>l;»,a**«5 

rr <-C<btcJ;0*^ctt*LTft«0©) *«f»tt«-*t:|f A 
Lfc. *©tt. tt»tt«-*^«j<p€> 5 x 1 0ci©a-57//H^ 
- h "Cft*, ItlOei. Aft6.3-© f-7 « y» 

*-;i//<- 7 tt» ^-(7^ 7P'J/jjl) ftCAn*:. 
tf9UfrR^«^t'f7oyt*fi7*y* y*±TW6. 3»* 

fc» i"j3^i.t t Ad 1 0«xrt»4.0», 4»^7oyp 

^ja (lop i^) «20 ue©B-?iy«-7 r 

JtOLfc. ±tt©» -Jl'h«l£l» (PRP) t»2©/^y^C* 
0. ISMOn^KO. 1 0 ti PRP) t 



P R P* 1 3 0 Out 1 5 frUDit^UT&'hHt*-^ •/ tttVLL 
fc. -htt©fc'htt*aASi (PPP) ttSAC«©*»Klfrl^ 

5 0 0 - 7 0 0 +.4 9 nCI •»'la-**i'V<T , *C* 
Att. T-'jyhA /> 4 7, 4 U / W HI) £ £ C 3 0 frBIM 
«ALTVi**IH»tt»||K: 2 0 Out 5 $ 
tai<&*iS4>lTlft£Lfc. 

2 0 0 7^tn; y * -0 * -<;HfcJflL'J>tttilitt* 5- 0 •* © 
RCD-Cl&RL, 0.5 •« ©tt*«fll'htt«i«tt©lfe*ttt*. 
3 0 0 0 *1. 3 0#|BJ©jt/1>fcf#fcn*ftttlSJ:?ff 0. 5 -iOtS 
&£ittflr*w£C*9S^*$&* J fcW£t'fc. ttl 3/<-*y 

h w^ttr <vf - r*at/ * -c/Kbifc'httjeiBft© 

tt£L*i*. ioo -74*0 y *«BUfc«K*tt 

»*<Z) (Xf Wy;»MB) -ES»tt { E D T A ) «pCflD 
■ <©fl'MKIk«£CttJ!IU. 1.0 .*tt±*L ''To-ttlttt* 

«sufc.a40z«<*3oooii> s o^wa^u. ±i* 

(PPP) O^l »IK-3HT]fiL» <,, U-tt««6**«Lfc. 



ftSS¥4-501848 (8) 

7 i/iids 3\ 4 V J Aft) *flH*T«£Lfc. &'h«B« 
£tt«*jl!l>J*«* *>V9- (;M7^iXUF-| 0 0. /<- 

'"iucWiryT^^fer-^ ( i 7 2 k« v &tf 2 4 7 w v ) © 
fcfcl** (*&©*W9Hb*w<'fcK>c#*£S*iT*fc. Ai'hfi 

a y j* '"InCffiV^OX*^^-^-* ©**fc«Ub 

**C£C**> CI 7 2 Ice V e - 5 * K 

*k*^-c> «^««jTttfflt 4 c£#-c gttfttfa 
v * tf a ^mt^ta^v * - 

D C 4 / 1 1 94 t > Vf-k- >>w V* i * 

ittB 4 x 6 4«* - K-Cf-*0mi*lK»&tf#¥f*<-C** 0 
3 KfcLfcr fcfcCttffi tt&tt#*i* At** 

^ftict* tRc. 2 jk/ivaatgjfto 2 0 0 ▼ 

*-©fc»**«M<i.©Biic**:ru* >^7^«pCiE«ictttt 
♦ ISttB U < 3. 1 «x l 2. 5 ««« < 1 0 <* x 4 OSS) (CO 



'"l«.-A/h*©HI3&* 1 HttW©attBIW»«tt*jS*B 

*ft*7tvfcft», A/MK*tt©«£ttit* tt* 

*w«tttt»i«JL«ft0*^ 3C, tt«U7-fv h-r©t, g 
fc»aK*nfe ( 9 v * - t . T>y*yc*-t^3«-7'*^f 
*7^*-s;» 9 -# , ! 9 1|, 9 3 6 2 R, 1 9 8 0 *) . tt 

c^ttiBfQHi^iU tt«ff(ctt»-r«» 

-<) rtJDl*©ttlttl* 2«©M* ©#ttT«JEUfc, 
ttKa««9 (1.5 7 .iHftl) tfttMbL-fct** *a*fi»lt 



ffMCOKT ©it tt#lfll/hKtt7 < v h -T-^Hc^^riiE 

«ttCH^:^«H'Ill*9«l(l. 26 -i) x4jtbi .UfcO 
3^5 -< /Kb HI /MR a *E8 *«»««■«* CM L T tt£l*/&fc *f T 
ttlH*^li)ri:^©ttA/J>«tt*K:«'r*tti4»3 HK*t. 

e o b. 5 x i o • »/MR©r* ^tttau c» a ar> * tt 

frttfr tt 1. 2 ± 0. 2 *WCH!« Lfc. * * I 

C.4xfe©WW3K«JC*?ii-4jSltt*l«llSW^c. jH^KttKttTiW 

f o 7* 9 ? (PTC) ,ac?hoytryk:J:*7^r , ; < /-y> 

onH«tt-e**7 4 f «j / «rt k a <ppa) ©nnRu^/k© 



ft 1 

«*« ppacx fig 

ia/htSft 944 168 290 ±75 275 ± 56 269 ±51 

(xlO'/l)' 

'•'U-ft/h«tt* <xiO«) 8.5±1.0 
0.4 l 0.2 

Jfll»PP4 (*i|/L)» 9.2*2.4 18.5*1.7 7. l±l. 9 
4.4 ± 0.2 

fb»BTG iv% / L) " 6.0±2.6 26. 211. 2 8.012.0 
1.4 ± 0.2 

IttPPA (h«qI/L)» 20.8±2.7 27 .2 ±8.6 !9.0±4.7 
2.0 * Q-5< 

£ft<PT«**J (J. T. *<-f»-> 6 1 0fi£«?». 7 

ft. 

-5 ct**&tfAstL /tan*** >r/uc«r s>*m ±j t 

»■ fllEd) /> V* V &©3fttK «fc * S 4 T v * A IZ & $ 
*EUA:FPAtt<>CTfc£*fiDl,T**>s frtt*l!lL*C * * fll 



»«¥4-501848 (9) 

I 0 0#tt/kr«#> tt»«friM'Ktt»C59**»fc***fc 
(H3 HB i p > 0. 5 ) 0 <&»«r* tfl5 

<*30B) . 7*try y <**tt*KK0 I 
1*181*3 CttDT! 3 2.5n/W/Q«4) & 7 a * V * i -w* tj 

> (i o omit/u) ©»«o^rn6. rattcfintfcnfcfiiiw 
• AtSA > m*<D®Ktn&tom ■ . % 

K27 1-283** 198T*,#iO:i, C<D«fc 

tt«c4»i«Ttt« . 7 4 y 

«*«B* (^/<'J yfeU) ^ A*!Rlitt«>B* <7x*U *A 

*) 5L(tttn^<D«^ <7* y&ff*w<v yft*> te 

ttHttt:, P P A C K <Dftft*«8t*tt 1 - 2 tt f / ■ * Ct 
4 1 0 On.Ql/U/#©a*U0»IRP3ttAtt "Mi-t^itt 
^ttfrMItfttlt (»30A> „ ft2C 

*r<fc-5c» p p a c k tt*fc]tftttA'J*ttr 5 

<tBA*M* 9 0 frHJiKftftL, tfHttKltttLTP < 1 0*») 
hoyk'y|*3mftft«ffl<>»£*fc < m >tfy&|B> I 0*. 
**R*KlfcttLTP< 1 Q-> • 



ft 2 

ifcflf»ac»lT*PPACK<Ptt* 
ft /MB ! *»« PPACItt*«H+ PPAC1«#» 

(100i..ol/fci/4> ) <15tt) 
(xlOVU 290 ±75 275 ± 56 269 ±54 

mmnfln <#> s.4 ±0.3 >30 5.9 ±2.6 

«ft CE D.O : 

I0P(//M) 7. Hp. 8 2.3±0.3 

il-fvit**/ «4> 4.210.4 2.610.3 

U/ ■ <> .0.1 >20 

Hit 

74?4/-9>Ci>/L> 3.67±0.33 3.80 10.33 3.75 ±0.35 

>«>e> tflH (#) 2t ±3 > 600 19 1 1 

iiu/rvim/ L) 163H3 . 163 ±8 17417 
p.f<t- (w/L) 0. 45 10. 10 0.49 10.08 0.53 ±0.13 

i^-HttftHM) , Rtfft^iR»»cHLTff«Lfc. ft/h«* 

aa*x y««»*afl*aa»ffl«&«a«*a**a»«* 
K»r*ciKA»)*jELft. oris*»±i/2 ft*«**«>*&T 

<t>G«&Bttt*ffiWft (ADPs Fpyty) o« 

. tn*.t* p p a c Ktt4MM*cj&/h«fiL < <* p p A^e* 

Rip'v© P F 4 £ U < « * T G gift tit $ *ltt* o (ft 1 ) 

ft 3K*l,fc-( >b'*©fflft-ttffi*tt©tt*tt* hoyk-y 
KSttHELffftQ&^amiflBJOiltt^^v ttl 5#W©1 0.0 



n«ol/l«/#©a«T©ttA;t<jfc<5>Snfcttl ii 
© P P A C Kfo»a*«:*?^T«**nfcft*»»c*tt**ffl 

* 3 

P P A CK©fflft-fPffl8>* 

ppucifflt 1 in Attn hoytry^B, ■ 
tnaalZJg^AJ CAJ LID 

0 5. ^ ± 0. 3 1713 
15 7. 6±1. 6 19±3 
30 9. 5 ± 4. 2 2212 
60 26.513.4 2791132 
L_0_Q >_3J) >g Q.O 

5 Vk<DM* <Cto«?^^v>T, ft^LfcffltfR*^«fCt«->T 

»^yru- mjftitra»^*Wttt. h « yb-yi*na*« 

P P A C K * t t HftC f y tr h a-cJUDX. hoytfy 
l*H»6 ff M/£ W±©a*Cfc^Ttt, ft 9 ift < * ofc*<. 
c JvttttttA*'-* (ft3) t&«lflW4K ^faikft 

C^lfiIfffc:«LT«&tt*<j4jfc4.*a^->fc. PPACKttAff 
Jttt. '"In-m*K0frtt*tt*tt*3BAK*r^ C3 0 
^MtSJIfliU HidlL^W&c; h a yiry^Wttft2 C*t^ 

h a y e y06*ftdit/hC*fttt P PACK*«a2±0. Jih(- 

k/d w-t©ifta:-cfrfcLfcmff * H.^nft (ft2) -a 



<*2> . ^©J^C. Hi /h« ODD ft 

© K * tt * V * ft tt * n ft ♦ 

2. ft/h«tt*&tfl»««tta©4 yb^cjgtftffl* 

A. P P AC K0URHft*B*ft*<< ytr#Oft»»li^» 

il/X. *83a©tfTf7n»*fr (Aitin) ©fcjtt©* 

itltMfit. **©tfcoai&R*c*«*ie*AL*:. K&tt 

&c* toa i **«©»«*> *h o o nwi/w/fl-oaflt-enfc 

Bit «*»**• "Mi- JH<«tt*ttXJfefl 1 CEifiLfc* * ti 

MJftrtMttl**ff«-?*:. tf*»WMt (AX) toJR*ilLT©ifL 
*«a©airiK &tf*©»l*jl*M©ttfBl*l*fcfcCtol 0 0 
□ •ol/lf /»©a«T P P A CKf»Strt«4U. ttJRtt*Jtt 
P P A C Kfc^fcfttttt*.,*. 

*4HC*34XT**.' IflPhtttt* **P P ACK»4 

tftltfc»«)ICfcl^tt«l!llftttt«t*i9 0-9SN1I 

B. Mttff AH<8lfc0*<)Oftl*C*t'TI** *B#fttt»UU 
U© 1 <fic©bk (**10e5&tf>A412) C ifcKHS L 

»«ffift«:tt«»»i UTT ^ a tf> (0. 0 4 «/l*)fctt> 



-I 0 0 0 HCI (ICI-STCBi) © • ' Mn - # * > K T 
l**«fc«©rtJCtt«L,*:. 
#fix*/P*-:i V > -* "■* v ^fc&tffcx* 

ufc. tsmmm tf •/ * - d c 4 / j i/- 

> ■ y * / * ( tr 7 * - tt , / - A 7 # - K\ 3*f<*?H«) 
TOO . > *K*»ILfc£8!J&*'- * A» aytf* 

- * - o r^A»^.Tyr-A-, a >># ym) tc J; ♦) # 

«£©/£©£* 'h "Mii-5y#74Vh-ri <**> 5 * C l > 

i»~B T * N - , - b - ^ ©*wk«wl> *f***cijr« 
ton s #©***!&., *a <u<t*R) . ar "Mn-a*eu8L 

*©*C»**nfcl*j&*«t*tt©ttrt&*!|i 

tt«ttK«f*rt«ttm©»*t*a*«tt«jei-**©±tt* 

(Ayyyfe, T^tux^p'/Xx 8*. R 5 l i - 5 IB 
I 9 6 6 *) . 5 «**©*£«!(&©*»« 

tt*flBaB«tt&c?ttBttaft«R©&iift*s aft 

Bf y 7 ► •>*TA'-*:'«:«*»)S»L«a<<*s « B « k o 

l>THnU. ttBLfc "Mo-flPhfi©tt»tttt* KW0B 

e * 9 if* $ n* . 

i ©*a*rat«c* war* m m»- fl'hfittitnuE 



#£¥4-501848 (10) 
***** -^cu/nd^ cats* ix) *J»M*»*Lfc. 

#ttA*T©WjaiaB**BTJ;*fc«BWLfc* DTttfltttK*. 
BK^ij y (l 0 CHtt/*o/5A s (U) / <*»> * fttt) 

©»«£«© s*a*wtt«amB©**« krru 

<fl(6(S) . ttjfi<at&K»***©fcft * f * v k±c 
■ SLfc. tttry-tv h*atiDiB©WK*»*%>BAl^ *©a 
«Krt«^&0rKr*fi©4«*©5N»*>9*»T. «{&*«© 
Bi!1»#«*«*Bk8U ,T«igLfc. ft*ftHl#tt£*i* 
»> l**ttliai*!*.te-tt©*«/ ra b^yjfflStt^ (7- 0) 
*ififfl©WOlC. £ fc*2 ©W*iH2C«*>rtlt/!:, *©»»* 
nR«7l»ff«v *atfcUFI&»Bi«-©^W*fiB^& 1 «©W^6 
»*T«L. 1 -©BJBjattUTff « ^ ft. v 

rtct*»**nfe, «)Knn«}tt«©tt. »****©3E»tt 

«ttSI»«K:«^T. WRrtPPACKttA 

ttara^»»«r**©jtotiis*©fi*BtiK:MttUfe. s-mh* 

*ffl^Ttttt»R3MW»«5tt©ifi(St&it(fl. 
• MttK-9^TB»tMU. '"li-MlWMfclt 

JWAfc. lfil*ffl5fet©ffflittW2 5 : 



©flPhtt»«©aStt«;ttBl©»-cU:»fcr C i^T S tt v^. f 

AT ©lt»c*k»T. ttlt**»*'h«tt»*»*««r * t>© 

81«v»H9-168Hs I9B54), 

a^90^a.RC^24. 4B. 12«HflH:.5d|IJI'/yfU- 
•>iV^7R9i«^t ffttSI 1BBC24 nfNH©^flL« 
fttf3K:v*t fc«ttH*-S I X (I 0 x/ks) TJft»L, tt* 

m#5fll*ffll>T> «t,E0r* tZv/M) *C«ttLfc£fcKr? 
«f*< 3 1 8170X1 0' / o£T. 4aai»H:296±53X 

afcK>w«)Etts »*cb btomtc^^Tia^^n^m** 

yr^-^ffi(/^ ^5vK. 5 8 ft. » 824 -834 X. 

I 9 8 0 *) *ffl^T, IfoH©*** *fc*©V©«IB«*HT 



-10- 



A ► (ACD) C»fttfcA«*^BIltfcllftCO^T 

MSLfc, tRttmyf^ftuK^it, tttfjfce*©ttfliJei 
KlBfift*fc:«»l,fcP P AC KC-?^TOi$i««ffll>T, 

RPPACKBSttai 5 M JUCi ITfcKt,, KtfiKSL^. 

Ofp PACKffSi^'i ^^yr mHtt, *r 

ft 'MR lis tiHttftC£tt?aBP£C&l^ftKgiK»tt£tt 

*u mftuntte fl^«rttt7'5 j^-tc^uft (91713) . * 

©ttttHrtMWfcHftttifc ( B B R ) tt. »tf f8toftK*v*Ttt 
±*Ltttt, ftfl© 3 0MC 3. 03±O.B l*>^3.2BiO.U 
tctt< *> 1***9 to Lfc (p - 0. 7 59 ;«7B) . «fi5«C, * 

»&9 o^oi»ttBrt»«ittata^osft<i'i>fttt#ttP pac 

(fiifn, I. 69±a36xi0"«l!. 67tl. 61X10' 
ft'hKft/ci ;p< 0. 0 0 2 ), -tOttS 0 IB]® ft 'MR tt 

*#l*4l«tt» (EBR) t*iJ>l,ttttfc, **3B 

oso^dc^^T, Bit^tt + n-enp p a c KfcBto&K^ 

UTttO. B 2 ± a 2 5 * t fcttRiiftC-^Ttt 3. 0 3 ± 0. 5 1 
3BttOEB Rlfc*til*tt , fltt«5-C«:3. 2 5 ± 0. 4 8 
•Cfc-,fc©fc*JLT> P P ACKWfetttO, 8 5 ± 0. 2 3 T fc ^ 
fc. Kv7*-***-^CJ;*£fa*2 4*W4C^TW 



P P AC KAMttlftS BMltl/hftitt4<r*CB*t4 :U 
*S*^»T^*3nUHPP AC KOigttWtt^ti. * 

nt***«?aa< « T**©«i*wa**<>fc**fc»c#*-c 

Wttffi, ft****;' hRK&tM>fc**&ttM-»tt*«>ififf*i 
**<>©***. 

3. • ftMUMM^ Oft^lHfOBg 

■ ©w* UT«pa«« c* + * ? n -) ft«a8f»*^t>T © p 

a 8 nf + »re7T y4> + * * 7 < i 2. lifi; 

-«fc.*-5G7Gri©Jill*©;fX©tt©A- V K !?A L „ 

P P AC Ktttt t(C I 0 0 n»o £ /kj/^oafltr. IS t fc © 

liJKft*l*atf»©»«»THJ:* (l*a«f»©** tr, y-*a 

ifcBT* HttT» H»Jlljl4lTPPACKO(^^^/^J X 
'J f«*tt 1 5 0 *(i ( U ) /lw*«©«JB» 

*JU«&tf »«#© 1 HfflKfcfc * 1 5 0 U/kg/*M©*tttt 



ftH¥4-501848 (11) 

Klfc. P P A C K aKtttttt*rtR$m»teK*tf* "'In 
-ft'MRftWtt©* LvX4>*l**£ LTtfc&t/fc, tb«*M 

ppACKoikttP^^ttAfliMM^-aKUffsn. 

lk<*HI*4CffiTLfc(*4>. PPACKttf-vru-HfJft^ 
ffl*to?I«©5.6±0.8#*** /&WWM4»tt^»«jK:*>V>r 
30»acgfiU« |*toftl*mttP P ACK&»*lhfc3 0 

^TttiE1!tT*,fc (a 2 ±1.3*) . 

fc<»3 HC*H*. 2 9 6 ± 5 3 x 1 0 » /u I . p- 0.725), 
* 4 

P P A C K © ft 93 U-<^ 

5M 

Aifttt 3 0* a 7 2 ±0.6 I tfi /* 
£.*tt6 0* 3.1 L <0.4 7 ut /* 
£.»tt9 0* 1. I 2±a2 7 Ul /* 
jUggj 4*18 

SttKfctf * ft 'MR WClBSr«c:<i:**LTi>*.. 
C*i,S,©»&ti* fc. f AC*tt*jSJft£H$£. HtlJB© 



0 5 ®K*-r«k $ tc, PPACKoa4«^'<'iyJ;9 <>* « 
Cfttfca*FH©S*«**IHSLfc. 

B. *R*<fl ttt'ls 1 3ta©tt**XfckT©»I©JI«C** 

^r, «-wft«:*w^a» •'xH^t-r M»iM*f< 

U < l*Sft©JSfc{fctt<>fc&*tt^ 

* 7 0 y ^* O^Xr^y^ii', 64%, AS 5 9 
-8 9 1 9 7 9 1 i&tfA'/vy&, HJXiK^ryF 

68 (3)«, JB801-0SR. 1987*) ♦ ^ 
thn-/K33±l,6X), ejft«tt ( 1 4 ± 2 X 1 0 a / 
at) &tf 7 4 7 »J > -y y«K ( 4 0 3 ± 2 3 «/ d L ) tt> 

BCitUD, «!^fttt^^«L < tt»3rttj*(**H^tt«ttBr* 

«-Wfttt 4 B&ttKttffl3*lfc. Kll;«)«jK-5i^-C 2H©2^ 
flfl to P P A C K«a (exposure) ^ 2 EH © 2 »*IW © /< v Iff S 

ft^ffl©«t3t tit«u^. «-*«©w. »ej^*-e©a»ttfta 

1012S, ¥ * l ) * *s*4. *';7*^i7«)CJ:0»3Et 

jt. ft «aat« i 8 o«ta2 5 0 a/^oisfflt*-, fc. 

PI21K7'477y-*l f » *H) tttffit/^:. 

Lfc. ttftfRa«f»©*«ffllR&^*-^-t 4 h©#4«t»v * 
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4 hTRfrtfc. J&««»** */«-tt«B*ai4£ 
vlJ*t. rtftiOw. 2-.=. y>fc. *yK7*F, 5 

y 4 X 9" 4 7 # — T-+474i' + A' 4 - + IV * 

-tf-sX, t 9 6 9 » 8 7 - 9 6 R) . tt->Ts fcfcfflJSJK. 

ppACKit,(tti$^/<n(im«»^, <fx-s** 
kc'< *»***£©» tfeRtt^cttAi,*:. »^/<y y 

tt4ttiS&T»*A© 5*«IC 1 0 0 U/kf ©SDB»4*fT 

k 5 * a AM* ( 9 0 I S> K«R 

p p a c Kttttaef»©»«»*ffi±*A*^aar *eiK©w 

fU©fl£.«*RLfc. 

«aft»flt©aat* *> y* i'- f » * * > * (k^v*-tts /- 



»ft¥4-501848 (12) 

L s *a#8**A**flCttWl,fc (3v7x6, 

* 7 y K ^<**'>*. 53*. *4 0 4 - 0 7 R, 1985%) . 

KiBtfn cpi«ndia» cpi/dtn^ c©jt**:ito 

HjL9IR89« (R>J>«K 8JfiL8* fctftfJALl*) ttJ. T. 
-£fc#tfrli 8 I offl (7 t' y * * y, ->/v/<-T«i) 
^TEDTA2TM7Att«lIli<fcfcJfcK'-?^-C*T*<7fc ( a y 

v. 7 6*. » 1 5 9 I - 9 9 R, I 9 8 ; V Ve, 

5*. » 5 9 6 - 6 0 3 H. 1985 

S> *7 /? 4 As. 287 *, Hi 6 6- 

5 9 1. 1 9 7 2 *. &ff t/P/U 6, 75 •> K, 5 7 *. R 

7 3 6 - 4 0 R, i 9 8 i ^. cieaaf n-rvift^^-ciWR©* 

4Bf (PP4) (7* v l-Bftffi. y-*y**. <fV'/'fM)« 

^hDy#^o?i|y (no (7?f + a, 7-yyf 



^pusaH, -*-b-*. &cf«l4ib« 
<*C3fflR<C3e) (7*5>*<Hfc)©RRl"<1'*Wft** 
titizftU itz. c*v*©iflUf7 v* -fMoHift* v-r^tts R 

**Uoi>X. 5 *. R 5 9 5 - 6 0 3 R. 1 9 8 5 #«£Bifi 

X*yl*M<APTT)K«»ffi(?8ttft;PTT*K*JUb 

Tfrfc^fc. MR It Kit (7 < 7*o >X?J.. ?4V>mV * 

f 7 v Y 7 > 4*yvv*yin> 3v*4Atf^. 

▼ 7 W) R . t'y^x. Ail o«B8» 

> A T y Y hoyiK->A, *v**7;r-K. r?y^* 
yp|44t ( 96 5 1 - 7 5 OR, l 9 7 6*Cieifl*iiTH*J:* 

ayy^. A#yfttry f * - * * 

7^K 5#5 MJ- r/^xy^Oiy, 7*(iiW 
14^) I R9-54R. 1955*. C €> KT ^ * ttRA 

y x&c^ ppACKoftRiSttu^^tt^n^rnae^^ 

D«RRtt7 v* 4 <T»BU*?^fc. *n yf 'J ^ & tf P P A C 

< O^OXttC^^T ti P P A C K U^/Ui 3 Bffiv t«^B> 
i ) li ) tti8«f»oRttlifi<4^*7P PAC KAWSKl® 

Rut« ao^ii) tta«r»©w»a^. 



7^) **U>*-w<'J y©m»ttX a?SttJliaftrM«*er* 
C tiZ * *) (* -< y €». hoy 10*. 

9( 3 9 9 - 4 1 OR, 1 9 7 7 %). P P A C K u-<;utt»t> Y 

DytryBtm (o^ytfy, x--!r-r^tr^. 7* 

St* a »»*ttaE**©t t Acbiitt 

c^^-rff<^«v^PPACKftIffii«^«>/'f /ifT*fc3Afc. 

ttL/hfiRRB:^ x yB»JJD©»]fii'J>tt*ta ( P R P ) *=-?^T 
^ vj a ^|fli/I>fiRRU (a-A-^V. ^y^iU/<A7W) 
*R^X37tc#tf*PRP ©*aiflflt©»«ll 
«K»t * C <fc 0 Jrtt^'fc, ^ x yHSKttO. 1.2 MC-J£ 
Cffitii. PRP©Jft'hf5Rtt 250.000i'htt/ff j CBSLfc. 
tt»Rtt*^^^^^». 7* v r. 57*. R736-4 0 R. 

ty^tJII) fc*->TR«Sft*ECi. (5 0«i^*lfifct 

•w* '/RtfPPAC K©RjIlC«r 
0. »APTT*HRCffifi$-tt6«fc->«fflR*at«L,fc (R6i • 
y«:JbH»Ttts. 1 0 0 U/te©tD0»tt4Rl?-t©a© 

i 5 u/k«/»t©aR©itttjft«i (en** i. o 6 ± a o 9 u/ii 

ilUT. ^jffilTlOA PTTtt 1 99±l8»Ci4fi$*Vfc. P 
PACKKiJWTlis ttifiWHOifittCl 0 0 niol/m/*© 
IJtTAUt Cilttl.52iO.06M /^©^*UL»>'<^K 
ffiSr*) RR&T©APTTttl39±23»lCtt 

Aanfc. p pack nibft^© f p a, 7 4 iv j-vvn\ 
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(ftS ) . 



a 5 



mums 



JfeLBSL 



IPTT <#) 

PP*CK (01 /«f ) 
PPA C p«</£ ) 
7<f*/-f> (tf/dL) 



34 ±1 



6.210.88 
403 ±24 



1 99 ± IB 
1.110.08 

9.213.1 
387 ±32 



139±23 

1.5±0.06 
1.810.20 
344 ±U.O 



P P A C Kttt£i8tffftf*i£fiJ$&A£4i« !*«»*<!>©»£*< 
iflaT«>.,fcfc*K *IlHiOn>in 7 <>* 

KttCfcfr oft <*6 ) . 

& 6 

&otffiafc©fia* p pac tea* 



iSffHtt 



»* no <#) 

a o o 



l. 4 ± 0. 4 0 

a o 5 ± a 5 5 

a 9 ± 0. 5 0 



1. 6 ± a 5 0 
16610.66 
4. 1 ± 1. 2 0 



»«¥4-501848 (19) 

(■Oft (*7 ) . fll*«Ri*^><y y£L<ttPPACK©S4 
tcH it tt*r*®«*><E * -5 ft . PPACKttHjAHIBI* 

iKSfti. pp 4&t;^ Tc©4i/htej(r^iiiia*^©ttib* 
*jp**ft t yttc*i*©88fctt©nrnc*>i$**&*r 

Sfc*-jfc<&7). IQO a io//kt/d<OPPACKtfi4 
**ft5E©8«*©ttttiCO^TfT*fcftftADPSL<tt3? 
-yyCJ:*llll/h«**tt*KWCE*T*r,ft (»7) . 

ft 7 

fl/J%«C#»**W<'J f&tf PPACKfflWfl 



H S 






PPACIf 


2 


tfi'MStt 


449190 


420 ±28 


401 ±17 


> 0.5 


&am*ra (#) 


4.5±0.4 


6.7±1.2 


24.8±1.9 


> 0.001 


PP4 <■!/«£) 


8.211.0 


20.716-8 


4.510.7 


. .< 0.01 


5 IG (ft|/«f) 


13.5±2.4 


23.7±6.6 


U.515.7 


< 0.01 


»0P7tf«o* /U 


2.35 




2.8 






1.9 




3.15 





fcff8tttt*3« (DFV) &Cft*tt«*fc© 1,1 I ri - ft >J* 



TttWLft (BBS), -w<U ytoKttfctt£ttttl*|B|K-^ T 

o f viDfrs^oMfiineT&tf ttiiitt«n©it^ts*a©iaK 

fSNUJUS^Lfc. «fiW«C, P P A C KfeKCJ;*) ttaSfllrt 

i8tfrBttffl*©M#a5tt<fc (C 3 a ) £L<ttBE3&£4>tC 
»lt^/<'; y&cf p PACKr6«©rac9!S«gttR&n** 

->fc, C3«l/'<A'ttU9± 2 0 2 B|/*l©WJHtt*^. 
») yjtf PPAC K©*nfnc^^T 2 0 0 5 ± 7 2 8 m/rf 
fti; I 9 8 9 t 3 6 Ofli/iiffle-; i/-<^fC±*l/fc. 
SffilEJitttiii«K(l*>^©^MciffiT^R**nft (14.1001 
1,000 * fr&'^'J ytf 6,2001860 WB/tf £. P P 

ACKjt>< S.S0O1810 . 

**tttt*&tf/<- f A©$&*tt^/<v yc**tJt«iui«jH* 

tt©»Jl*t*tfl^fc:ik« »#*©££!/* my try HP p A c 

»*©*2«**e«©ui*** 

clti^i -f yfcr*©fttt»*©*©Wtttf3l)itttt«L 

rtt^^j&ssp p 4 . flTGRtfppAit* »j yjim^cR 

>S*lftt"</ufflJ:#i:ttWIRWCP PAC KttAt* i"< 
^€«f»Lft. PPACKttfcfc, *;?xfcr#©37->rygL 

tC, iHfc»fIBl©tt*K:^-5T*3*l6flll/htt©ltlIlLr7^j&«* 

fflWLft*. -w<v yttlfl*L«^-»ft. :n&oiSlltt, ift«f 
fi*$*tt©iffitttt»**<A/J>«tt*ttT. h □ ytry*<*sr 

*w*ttitftffia«T**ct©tta*«<ftt*6©-cj6*. 



e»«a**^©»«^r. 3e*©w*jfficft*i>jEt* 

< y^x *7* *7y*A< ^o>J^<^ 7 

I 0«. JH92-9R. 1 9 8 0 ^). l*U«*<^ 
-ws'«j ycj^afliKufcicfc^frfc&r. »a&f»©AX*ffl^ 
©lftL!ft©i*ttlttt#* A/MR&tf»lfll*ftttfl:$#. 

iatt©ff*«i«ip> mttJBtfiR^s dp v&tf**.ctt<is*?a 
faa6«i8©j«ii«»*t<>ft e^t 7-^?^ 

S/*/w 1 It. 9 1 5 5 - 6 2 R, 1 9 8 7 *j 

B. * 7 t y . 7 x f 5 /w roj/-f ^x/^, 30*, 9 
1 503-09R. 197t*ifttf7*o-'*y&. nf?"' 
ro^-f-iy/A, 30*, HM 9 4 - 5 0 2 K. 19 7 1 

*) • KH«-*fflffl£f1fffi©»*iUT4t;*Stt(t& 
t fcft 4> L*>*a«t> y^- v y e», r*vK t' s 97^ 

^•>0^. 1*,»3-8H. 19BB*;fttf^yy^*6, 
+ K - -f * ^ - * •> » * /U (tldaey . 1*. 019 0 

1972^). ^Vf »J y«fflCff«-5flli©Bllf1ifflK:tt 

$ y h , 2«. WI 287-90R. 1912+%? V 9 1 

M'i-(^-t>>i+/l/( Kidney lat. ). 1 *. 
HI 9 0 - 9 6 K, 1 9 7 2 *) . y R »ttfll /J>tttt*4> 

it (M^e, 5.*-«<y^^yK y*--f/w *? / r 4 

*y. 303 *. »788-95H. lSBO^J.&tfifct 
24 1*. 924 17-18R. 1979^s&O c J; ^07*. 
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»«¥4~501848 (14) 

9 A 7 + 4 XV*, 3 3*. II019-24H, 1983*) . * * A « © X © * B & V fi ffifr 6 tt t tl h Z t 4 < ? & © Kftft. 

»t (7 yy- / vh. 'J * , 46*. B1050R, 1959 

4fU fttfP. C. /u-y*-, f4*7 ^-h i*-*-**'. 
14*. »369-73J|. 1987*). *tfr. l|fB©-vA<j 
:/Ktt. < 8&*©iIA«M>ttf&tt<fca» <«) ©ftffiK 

- 7 3 Jt. 1 9 8 0 *). 

PPACK«tO^f*^X0/J>S3i*>Ai:nB^& (T..& 

TVF Hi** /f^y, 9 0ft, * 7 6 - B 3 * , 
ft «, fciitf, *Jttt-Cii 100 «io<A/^4a4^;» 

«r* **t, < (*7 ) . *R©atff**TTtt,; p p 

A C K fei&tffft{|(£|&£3tl$fcgK COS6tt$ 

fcSfcH*, C(DJ:^C, LT4 b * ih J& © B3K tt ~> A 'J 

r **©st#s*ifc*tt*atti-* *>©t**. 
WK©rt»tt*«w©iiW4^rci*«iatTv>**<. pse 

t*t©Ttt«vs 
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»S¥4-501848 (16) 




fiKfclf£« ®1988^11fl220@*ffl(U S)®275,330 
@» * 7- 7*!J*£*BI *'J7^-7ffl 92024 x:/$/^*X >K 

;u 201 
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«f£I¥ 4 - 5 0 1 8 4 8 

[»tfH] ¥^8^ ( 1 9 96) 6/3 2 5 B 

»«¥4-5 0 1 8 4 8 
TOc4*f ( 1 9 92) 4/32B 

[ffiB»^]1*BH i l~5 03 2 65 

A61K 38/00 ABX 

38/46 ACB 

[F I ] 

A61X 37/02 ABX 9455-4C 

37/54 ACB 9455-4C 



* to to JE w 



7.11.16 



tfff/r&W ft III ft - is 



8 A 



-ffl 1- 



&il¥4-5 0 1 84 8 



l-(D HN- CH - CO — fi — C^— CO- KB — CH - CO - CH ,1 



I 

CH, CH, Mi (CHi), 

\«/ Ah » 

/n 

NH li), 



<3W\ Z*i**£L<liC,-C.Ti'A***U Xti^or>K«*t) A 
2. X#g*-pfc»), Z***jrc**»*©«K»l«E««>^« 0 



2- 



